table S1) under the experimental conditions assayed. In these experiments, the daf-2(e1370) allele was more resistant to bacterial pathogens than the daf-2(1368) allele and the age-1(hx546) allele ( Fig. 1A; table S1 ). This is most likely a consequence of differences in allele strengths of the daf-2 and age-1 mutants, all of which are partial loss-of-function mutants.
Because C. elegans daf-2 and age-1 mutants were identified in screens using Escherichia coli strain OP50 as the food source and because E. coli may also be pathogenic to C. elegans (5-7), the enhanced longevity phenotype of daf-2 and age-1 could reflect acquired resistance to E. coli-mediated killing. Indeed, nematodes lived considerably longer when feeding on the Gram-positive bacterium Bacillus subtilis, a common soil bacterium that C. elegans is likely to feed on in the wild (Fig. 1B) (8) . It is not likely that B. subtilis is simply more nutritious or more readily digestible than E. coli because the rate of growth, egg to egg generation time, and number of eggs laid were the same whether feeding on B. subtilis or E. coli ( fig. S1 ).
The daf-2 mutant retained extended longevity relative to wild-type mutants when propagated on B. subtilis (Fig. 1B) , but the fractional extension in life-span was modest (76 Ϯ 9%) compared with the fractional extension observed on pathogenic bacteria [E. faecalis, 325 Ϯ 57%; S. aureus, 514 Ϯ 189%; P. aeruginosa, 118% Ϯ 14%; and E. coli, 110 Ϯ 11% (9)]. The age-1 mutant also lived longer on B. subtilis (table S1). The extended survival of the daf-2 and age-1 mutants on the relatively innocuous B. subtilis suggests that additional factors beyond pathogen resistance are likely involved in life-span regulation. However, when feeding on pathogenic bacteria, especially Gram-positive ones, mechanisms underlying pathogen resistance appear to be the dominant contributor to the overall longevity of daf-2 and age-1 mutants.
Our data suggest that the insulin signaling pathway modulates both inherent longevity and pathogen resistance to affect overall survival in a manner dependent on the pathogenicity of the bacteria on which C. elegans is feeding. The linkage of longevity and pathogen resistance to the same signaling pathway may have general relevance to the observation that most organisms become more susceptible to infection as they age. OP50 and B. subtilis PY79 was particularly dramatic when the longevity assays were carried out at 27°C rather than at 25°C; the worms lived almost 100% longer on B. subtilis then they did on E. coli (table S1) Table S1 5 
